Background. HIV-associated nephropathy is an intrarenal inflammatory disease. Proteinuria in ART-naïve patients is associated with greater systemic immune activation and independently predicts HIV disease progression, thereby suggesting nephropathy in HIV is associated with systemic immunology. However, the contributions of intrarenal and systemic inflammation to renal disease in HIV are not well understood.
Methods. Using ELISA assays, we measured paired serum and urinary levels (normalized to urine creatinine) of MCP-1, RANTES, IP-10, IL-8, and B2M in two groups of HIV-infected subjects not receiving ART [A: not initiating ART (N = 26); B: about to initiate ART (N = 19)], C: HIV-infected subjects receiving FTC/TDF/EFV (N = 30), and D: HIV-uninfected, healthy volunteers (N = 45). The Kruskal-Wallis rank sum tests were used to compare levels across groups. Spearman rank correlations were used to examine associations between biomarker levels and urine protein/creatinine ratio (uPCR), urine albumin/creatinine ratio (uACR), and estimated glomerular filtration rate (eGFR). P-values were adjusted for multiple testing with <0.05 considered significant.
Results. The median (Q1, Q3) age (y), CD4 count/µL, HIV-1 RNA log 10 c/mL, and %Black, respectively, were [A: 37 (29, 43), 585 (433, 639), 4.2 (3.7, 4.6) , 62], [B: 34 (29, 42) , 187 (52, 375), 5.0 (4.5, 5.6), 63], [C: 38 (30, 44), 541 (423, 960), all <1.7, 60], and [D: 34 (26, 45), 880 (724, 1164) , N/A, 31]. Statistically significant differences were found across groups in all markers except for urine IL-8 and urine MCP-1, with the highest levels most often found in Group B. When combining all 4 study groups, uPCR was positively correlated with urine IL-8, urine MCP-1, urine IP-10, and serum IP-10; uACR was positively correlated with urine IL-8, urine B2M, serum IP-10, and serum B2M; and eGFR was negatively correlated with serum MCP-1 and serum B2M.
Conclusion. The levels of urine inflammatory markers tested differed by HIV status and use of virologically suppressive ART. These urine and serum inflammatory markers were differentially correlated with uPCR, uACR, and eGFR, suggesting different intrarenal and systemic inflammatory pathways may contribute to different measures of nephropathy in HIV.
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